Decreased inflammatory responsiveness of hypophysectomized rats to heat is reversed by a corticotropin-releasing factor (CRF) antagonist.
Hypophysectomy, but not adrenalectomy, decreased (relative to sham-operated controls) the swelling and Evans blue dye extravasation responses of the anesthetized rat's pawskin to thermal injury. alpha-Helical CRF (9-41), a synthetic competitive antagonist of corticotropin-releasing factor (CRF) on isolated pituitary cells, did not affect in sham-operated rats the swelling response after immersion of the paw in 58 degrees C water for 30 s. Swelling was measured over a 1 h period using the fluid displacement method for quantifying paw volume. But, when alpha-helical CRF (9-41) was injected 92 micrograms/kg i.v. 10 min before or immediately after heat exposure, it both attenuated and reversed the insensitive state produced by hypophysectomy: that is, the swelling response reappeared. Under the same test conditions, naloxone hydrochloride, an opioid antagonist, was ineffective. The results suggest that hypophysectomy may induce a condition whereby endogenous CRF or CRF-like peptides may act as an anti-inflammatory agent.